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Facsimile - Arent Fox

Rochelle Scide

212 A3 8
2124843000 yax

seide rochellearenttox.com

Date: June 8. 2007

Pages (including cover): ng '

Attorney #: 2156

Client_.Matter #: 108140.00030

PLEASE DELIVER TO:

Name: ' Fax Number: U.S. Application Nos:

Commissioner for Patents (571) 273-8300 10/695194
LLS. Patent and Trademark Oflice '

Attorney Docket No.: 10814000030 Group Art: 1645 Examiner: Rodney P. Swarty,

Hard Copy Sent: . No
Comments:

We are forwarding herewith a Facsimile Transmittal Cover Shect submitting:
1) Petition to Withdraw The Holding ol Abandonment; '

2) Notice of Abandonment Under 37 CTR 1.53 () or (p):

2) Copy of Credit Card Statement;

7) Amendment dated January 11, 2007:

&) Petition for Extension of Time (one month $60.00):

9) Copy of Acknowledgement Reccipt dated January 11, 2007 and
-10) Copy of date stamped PDF upload which comprises of 21 pages.

1 hereby certity that this correspondence is being depaosited in the U.S, Patent and ' Ureademark
Office vip fatsimile transmittal th (571) 273-8300 on this date.

4 " - ~
NOC e X )({_ AL Jung 8, 2007

Rochelle K. Seide 7/ Date
Reg, No, 32,300
PLEASE CALL QUR FAX OPERATOR A5 SOON AS POSSIBLE IF TRANSMISSION 1S NOT COMPLETE: 212.484.3988

This tacsimile containg privileged and confidential infermation intended onty for the use of the addressee(s) nomed above. il you
are not the intended rocipicnt ol this facsimile, or the employte or agent responsibile for gelivering it {o the intgided ecipiend, you
aroe haredby notitied that any disscminalion or copying of this tacsimile is stdclly prohibited. If you have received this tacsimile in
crror. pleasa imfaedialely notity us by telephone and rotum the original facsimite to us at the addrasa below via the postal servico.

1675 Broatway ¢ New Yok, NY 10019-5620 4 T 21248403900 ¢ F 2121843990 7 www.arentfox.cormn
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CENTRAL FAX CENTER
JUN U 8 2007

INTHE UNITED STATES PATENT AND TRADEMARK OFFICE

Apphication No.  :© 10/695,194 Confirmation No.: 4418
Applicant. ;. HOCHSTRASSER et al.. Dte: June 8, 2007
Filed : Qctober 28, 2003
TC/ALL ;1045

;‘5 s Lxaminer : Rodney P. Swartz

; ) Docket No. ¢ 108140.00030
Customer No. T 3R485
For ' DIAGNOSTIC METHOD FOR TRANSMISSIBLE

ENCEPHALOPATHIES

© ATTN: OIP1E
' Commissioner for Patents
P.O. Box 1450
Alexandria. VA 223131450

PETITION TO WITHDRAW
THE HOLDING OF ABANDONMENT

ing dupssited 0 the LS. Putens 2ad Tradimack OMice via Gacsintile 871 293510010 ¢he

xundoia, VA 213130450,

127

A

Sir;

n;m}s
<

The present application has been deemed abandoned for Lailure (o timely file a

hiv carresp
tenn. P.O. Bux 1477,

I\ ehat
r far
04

Rochelle K. Seide. Rig. No. 32,918

dulie

proper reply to the outstanding Office Action dated September 11, 2007, A copy of the

Notice of Abandonment is attached indicating that no reply was received.

B A response was submitted via EFS (o the Patent and Trademark Oflice on January
zE . . . . o o
£ 11, 2007, with a request for a one month extension of time and the required fee (560.00).

The extension fee was paid by credit card.

A copy of the EFS receipt is attached. Upon review of the receipt, only 2 pages
of the response are indicated as having been received by the PTO. Howcever, applicants
had uploaded the full document consisting of more than 2 pages. A copy ol the PDF
upload which indicates 9 pages is attached. ‘This document comprises the Response,
Amendment, Transmittal, and Petition for Extension of Time. Also attached is a copy of

the undersigned's credit card statement showing that the extension fees were debited by
NYC 3304584, 1 1
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the P'TO. All of this indicates that applicants made a pood faith effort to timely respond
to the Office Action dated September 11, 2006,
A copy of the originally transmitted Response to the Otfice Action, is enclosed.

The papers are dated and certified pursuant to 37 CFR 1.8 as being filed on January 11,

2007.
In view of the above applicants request that the Notice of Abandonment be
withdrawn and the application passed onto examination.

Applicants believe that no additional fees are required in connection with this
response. However, if additional fees are required. the Commissioner is hereby
authorized to charge any additional payment, or credit any overpayment. to Deposit

Account No. 01-2300, referencing Docket Number 108140.00030.

Respect{ully submitted.

Rochelle K. Seide, Ph.D.
Repistration No. 32,300
ARENT FOX LLP

1675 Broadway

New York, NY 10019
Tel. No. (212) 484.3945
Fax No. (212) 484-3990
Customer No., 38485

2

NYC 3364551
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UNUUED SEA KN DEFARTVENT OF COMMERCF
Lnited Nates Patent and Trademark Office
Addieas COMMUSMONER FORFATEN S
PEY 1 1480
Atesandog, Vopaes 22T H 8%
W DN (A
l AMPLICATION NO. ) I FILANG DA RN NAMED INVIENTOR ] ATTORNEY DOCKET NO. CONFIRMATION NGO, I
TGOS 104 2NN Nemis Uraneors Hovhatrasser AW PCTUNA LN ERR RS
UTINTAL
WRaxs a0 [N PR I (i FXAMINEK
ARTNT FOX PLLC { XAMINT. ]
1675 BROADWAY RWARTZ RODNEY P
NEW YORK, NY 10019 i
. l AN P LN ] PAPER NG NIBER |
feds
l Mabh DATE ] LI R Y Nt I
OB 007 FAPER

Please find below and/or attached an Office communication concerning this application or proceeding,

The time period for reply, if any, is set in the attached communication,

U000 ey, 010
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RECEIVED
CENTRALFAX CENTER

" Appiication No, Aeeeais) JUN U8 2007

: E10/695,194 HOCHSTRASSER ET AL.
Notice of Abandonment CEaminer T e PSR

e 11t 1+ e oo ) _ROdNey P. Swarlz, Ph.D. 1645
-- The MAILING DATE of tln commumcanon appc-ars on the cover sheet with the correspondence address-

This apphcation s abandoned in view of:

(d) Cl A rc.ply wias rccava,d on (w;lh a Culmcato of Mmlmg or Tmn.,:ms:,lon duwd ) which is altor tho oxpimtion of the
period for raply (including a otal extension of fime of month{s)) which expired on _ ____
() O A proposed reply was n*cmvnd on .., butitdoes not constitute a proper reply under J/ CFR 1.113 {a) to the final rejection.

{A proper reply undec 37 CFR 1 113 o a finat rejection consists only ol: (1) a timely tiled amendment which places the
application in condilion for allowance: (2) a timely tiled Notice of Appeal (with appeal tee); or (3) a timely filed Request for
Conlinucd FExamination (RCE) in compliance with 27 CFR 1.114),

A reply wag received on but it doos not constitute a proper reply, or a bona fide attompt at o proper reply, o the non-
final rejection. Sec 37 CFR 1.85(0) and 1.111. (Ses oxplanation in box 7 Helow).

d) 5] No reply has been reccived.

2071 Applicant's, faiture: ta timely pay the required issue fen and publication fee, it applicable, within the statulory pariad of three months
lom the mailing date of the Notice of Allowance (PTOL-85).
(o) [J The issue fee and publication fee, if applicable, was received on __ (with a Cerificate of Mailing or Transmission dated
ey WHICH B after the expiralion of the statutory period for payment of the issue It.,e (and publication tee) sel in the Notico of
Alowaneo (PTOL-86).

O The submiticd tee of $ is insufficient. A balance of §_ s duc.
The issue fee required by 37 CFR 118 S____ . The publication lee, il required by 37 CFR 1.18(d), is 5.

(¢} [ The issuc tce and pu'blication fce, it applicable, has not been received,

A1 Applicant's tailure to limely file corrected drawings as required by, and within the threc-month period set in, the Notice of
Allowability (PTO-37).
{2y (] Propnsed correcled drawings were recrived on
after tho expiration of the poriod for reply.

(with 2 Cerlificate of Mailing or Transmission dated ___ ), whichis

{t) [ No corrogted drawings havoe beon recived,

4. [} 1he tettor of oxpress abandonment which is signed by the attorney or agent of record, the d.-mqnen ol thi antira intorast, or all of
the applicants,

5. {71 The tatter o axpress abandonment which is signed by an altorney or agent (acling in a representative capacity under 37 CFR
1.34(a)) upon the fiting of a continuing application.

6. [} The decision by the Board of Paten! Appeals and Intedercnee rendered on and bocause the period for sesking court review
ot the decision bas expired and there are no allowed claims,

7.1 The reason(s) bolow:

Lodo

RODNEY P SWARTZ, PH.D C
PRIMARY EXARINER

Petitions o evive under 27 CFR 1.137(a) or (b), or reguests 1o withdraw the holding of aoandonmcm under 37 CFR 1.181, should b promptly filed to
minimize any neqative Mlnci‘- on patent tenn.,
U G Faent snd Vesdesieek Office

PTOL-1432 (Riv. 04-01) Notito of Abandonment Fart of Paper Mo, 052907
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Appin. No. 10/.-.,5,194
Reply 10 Office Action of S«_ptunbu‘ 11, 2006 , CENTI;EEFEAX EgﬂER

JUN U 8 2007

Response dated January 11, 2007

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

g_ Applicant. : HOCHSTRASSER et al,
¥ Filed : October 28, 2003
£ TC/A.. i 1645
s 2 Examiner : Rodney P. Swartz
. ol 2
e 2R , .
s = Docket No, + 108140.00030
e Customer No, : 38485
g
R For : DIAGNOSTIC METHOD FOR TRANSMISSIBLE
s ENCEPHALOPATHIES
; Commussioner for Patents
4 P.O. Box 1450
X Alexandria, VA 22313-1450
T .
FoM AMENDMENT
[N "

BN
FNY Sir:

S 1
FER = This paper is submitted in responsc (o the Office action dated September 11,
Eé :\x ;.. 2006. A one month extension to the time for ru.pondmg to the Official Action is
A O
5% 48 respectfully requested.
a5~
i BN
I L
Bz ..%
E; p Amendments to the Claims begin on page 2 of this paper.
gg Remarks begin on page 17 of this paper.
-

NYC/298979.1 1
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Appln. No. 10/6v5,194 RECEIVED
Reply to Office Action of September 11, 2006 CENTRAL EAX CENTER

Response dated January 11, 2007
JUN U 8 2007

AMENDMENTS TO THE CLAIMS:

This listing of claims will replace all prior versions, and listings, of claims in the
application:

Listing of Claims:

I. (Currently Amended) A method of diagnosis of a transmissible spongiform

cneephalopathy (TSE) selected from the group consisting of Bovine Spongiform

Encephalopathy (BSE) and Creutzfeldi-Jakob Risease (CID) or the possibility thereof in

4 subject suspected of sutfering from BSE or CID the-ESE, which compriscs subjecling a
sample of'a bociy fluid selected from the group consisting of cerebrospinal Nuid (CSF),
blood, plasma and serum taken from the subject to mass spectrometry, thereby to
detenmine a test amount of a polypeptide in the sample, whercin the polypeptide is
differentially contained in the body fluid of BSE- or CID- TSE-infected subjeets und
non- BSE- or CJD- FS5E~infected subjects, and is selected from the group consisting of
(a) a polypeptide ha.ving a molecular weight of about 1010, 1100, 1125 13685, 3295,
3645, 3800, 3970, 3990, 4030, 4294, 4315, 4436, 4478, 4780. 5820, 6200, 6700, 7520,
7574, 7630, 7770, 7930, 7975, 7980, 8020, 600, 8936, 9107, 9145, 9185, 9454, 9954,
10075, 10220, 10250, 11600, 11730, 11800, 13375, 13550, 14043, 15000. 15200. 15400,
15600, 15900, 1‘7839; 30000, 31000 or 31800 Da;

(b) cystatin C; and

| (¢) ahemoglobin, a hemoglobin chain, or a truncated chain or fragment thereot which
exhibits an immunological reaction to an antibody to bovine hemoglobin;

CQvnlpflring the test amount ol the polypeptide in the sample  a reference amount of the

polypeptide, wherein the reference amount of the polypeptide represcents no BSE or CID

NY (/2989791

]
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Applin. No. [10/6v5,194
Reply o Office Action of September 11, 2006
Response dated January 11, 2007

TSE infection: and wherein an increase or decrease in the polypeptide in the subject’s

body Nuid compared to the reference indicates BSE or CJD H8E in the subject.

2. (Currently Amended) The method according to Claim 1, in which the
polypeptide is present in the body fluid of BSE- or CJI)- FSE-infected subjects and not

present in the body fluid of non-FSE BSE- or CD-infected subjects, whereby the

presence of the polypeptide in a body fluid sample is indicative of TSE BSE or CID.

3. (Currently Amended) The method according to Claim I, in which the
polypeptide is not present in the body fuid of BSE- or CIN- FSE~infected subjects and
present in the body {luid of non-FSE BSE- or CID-infccted subjects. wherchy the non-

presence of the polypeptide in a body fluid sample is indicative of TSE BSE or CID.

4. (Previously Presented) The method according to Claim 1. in which the'mass

spectrometry is laser desorption/ionization mass spectrometry,

3. (Previously Amended) The method according to Claim 4, in which the sample
is adsorbed on a probe or on a protein chip array having an immobilized mctal atfinity
capture (IMACQ), hydrophobic, strong anionic or weak cationic exchange surface capable

of'binding the polypeptide.

6. (Previously Presented) The method according to Claim 4, in which the

NY /208979, 3

PAGE 8/29* RCVD AT 6182007 1:58:15 PM [Eastern Daylight Time] * SVR:USPTO-EFXRF-3/9* DNIS:2738300* CSID: * DURATION {mm-ss):08-12



06/08/2007 14:02 FAX A 0038/028

Appln. No. 10/6w5,194
Reply to Office Action of September 11, 2006
Response dated Janoary 11, 2007

polypeptide is determined by surface-enhanced laser desorptionfionization (SELDI) and

time of flight mass spectrometry (TOF-MS).
Claim 7 (Canceled)

8. (Previously Presented) The method according to Claim 1, in which a plurality

ol peptides is determined in the sample.

9. (Previously Presented) The method according to Claim 1, in which the TSE is

Creutzicldt-Jakob disease (CID).

10. {Previously Presented) The method according o Claim 9, in which the TSE is

sporadic Creutzfeldt-Jukob Disease (CID) or variant Creutzteldt-Takob Discase (CID).

L. (Previousty Presented) 'The method according to Claim 9, in which one or
more polypeptides having a respective molecular weight ol about 4780, about 6700,
about 8600 or about 13375 Da is determined. and the presence of one or more of such

polypeptides is indicative of CJD.

12. (Previously Presented) The method according to Claim 9 in which onc or
more polypeptides having a respective molecular weight of about 3970, about 3990,
about 4294, about 4478, about 10075, about 11730, about 14043 or about 17839 Da is

NYC/298979.1 4
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Appln. No. 10/0v5,194 :
Reply to Office Action of Scptember 11, 2006
Response dated January 11, 2007

determincd, and the absence of one or more of such polypeptides is indicative of CID.

13 (Previously Presented) The method according to Claim 9, in which a
polypeptide having a molecular weight of about 7770 Da is determined, and the presence

of such polypeptide is indicative of CID.

14. (Previously Presented) The method according to Claim 9, in which a
polypeptide having a molecular weight of about 3295, about 4315, about 4436, about
6200, about 8936, about 9107, about 9145, about 9185, about 9454 or about 13550 Da is
determined. and the absence or decreased amount of one or more of such polypeptides is

ind icative of CID,

15. (Previously Presented) The method according to Claim 9, in which a
polypeptide having a molecular weight of about 7574, about 7930, about 7975 or about
8020 Da is determined, and the presence or increased amount of one or more of such

polypeptides is indicative of CJD.

16. (Previously Presented) The method according to Claim I, in which the TSE is

Bovine Spoangiform Encephalopathy (BSE).

}7. (Previously Presented) The method according to Claim 16, in which the

polypeptide has a molecular weight of about 10220 Da, and the presence of the

NYC/298979.1 5
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Appln. No. 10/6v5,194
Reply to Office Action of September 1, 2006
Response dated January 1|, 2007

polypeptide is indicative of BSE.

18. (Previously Presented) The method according to Claim 16, in which one or
more polypeptides having a respective molecular weight of abc;ut 1010, 1100, 1125,
1365, 3645, 4030, 3890, 5820, 7520, 7630, 7980, 9950, 10250, 11600, 1 1800, 15000,
15200. 15400, 15600, 15900, 30000, 31000 and 31800 Da is determined, and the

difterential cxpression of one or more of such polypeptides is indicative of BSE.

19, (Previously Presented) The method according to Claim 1, in which the TSE is

scrapic.

20. (Withdrawn) A method of diagnosis, prognosis or therapy which comprises
usc of a polypeptide which is differentially contained in a body fluid of TSE-infected
subjects and non-infected subjects, the polypeptide having a molecular wei ght in the

range of from 1000 to 100000 and being determinable by mass spectrometry.

21. (Currently Amended) A method of diagndsis, prognosis or therapy ol'a

transmissible spongiform encephalopathy (TSE) selecled from the group consisting ol

Boving Spongiform Encephalopathy (BSE) and Creutzicldi-Jukob Discase (CID)
comprising contacting a material which recognizes, binds to or has affinity fora -
polypeptide which is differentially contained in a body fuid selected from the group

consisting of cerebrospinal fluid (CS¥), blood, plasma and serum of BSE- or CID- FSE-

NYC/208079.1 O
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Appln. No., 10/0v5,194

Reply to Office Action of September 11, 2006

Response dated January 11, 2007

infected subjects and non-infected subjects, the polypeptide being selected from the
group consisting of’

(a) 2 polypeptide having a molecular weight 01; about 1010, 1100, 1125, 1365, 3295,
3645, 3890, 3970, 3990, 4030, 4294, 4315, 4436. 4478. 4780, 5820, 6200, 6700, 7520,
7574, 7630, 7770, 7930, 7975, '7'-)3(). 8020, 8600, 8936. 9107. 9145, 9185, 9454, 9950,
10075, 10220, 10250, 11600, 11730, 11800, 13375, 13550, 14043. 15000. 15200, 15400,
15600, 15900, 17839, 30000, 31000 or 31800 Da;

(b) cystatin C; and

(¢) a hemoglobin, a hemoglobin chain, or a truncated chain or fragment thereof which
¢xhibits an immunological reaction to an antibody to bovine hemoglobin:

and being determinable by mass spectrometry, wherein the amount of polypeptide in a.

sample is compared to a reference amount of polypeptide whercin the reference amount

L. SLANN. 4.4

22. (Previously Presented) The method according to Claim 21, in which the

maleral is an antibody or antibody chip.

23. (Withdrawn) An assay device for usc in the diagnosis of TSE which
compriscs a plate having a location containing a material which recognizes, binds to or
~ has affinity for a polypeptide which is differentiaily contained in a body fluid of TSE-
infected subjects and non-infected subjccts-, the polypeptide having a molecular weight in

the range of from 1000 to 100000 and being determinable by mass spectrometry,

NYC/298079.1 7
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Appln. No. 10/0%5,194
Reply to Office Action of Scptember 11, 2006
Response dated January 11, 2007

24, (Withdrawn) An assay device for use in the diagnosis of TSE, which

comprises a plate having a location containing an antibody that is specific for cystatin .

25, (Withdrawn) An assay device for use in the diagnosis of vanant CJ1, which
comprises a plate having a location containing an antibody that is specitic lor cystatin C

and wscful in the diagnosis ol varant CID.

26. (Withdrawn) An assay device for usc in the diagnosis of sporadic CJD, which
comprises 4 plate having a location containing an antibody that is specific for cystatin ¢

and usclul in the diagmosis of sporadic CID.

27. (Withdrawn) An assay device for use in the diagnosis of BSE. which
comprises a plate having a location containing an antibody that is specitic for a
hemoglobin, a hemoglobin chain or a truncated chain or a fragment thercol having an
immunological reaction to antibodics specific for bovine hemoglobin and useful in the

diagnosis of BSE.

28. (Withdrawn) An assay device for use in the diagnosis of a TSE comprising a

solid substrate having attached thereto an antibody that is specific lor any of the

following:
) a polypeptide that is differentially contained in the body fluid of TSE-
NY(/298979.1 8
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Applin. No. 10/0v5,194

Reply to Office Action of September 11, 2006

Response dated January 11, 2007

infected subjects and non-TSE-infected subjects, and has a molecular weight in the range
of from 1000 o 100000;

(i1) a polypeptide that is differentially contained in the hody fluid ol TSE-
infected subjects and non-TSE-infected subjects, and is selected from those having a
respective molecular weight of about 1010, | 100, 1125, 1365, 3645. 4030, 3890, 5820,
7520, 7630, 7980, 9950, 10250, 11600, 11800, 15000. 15200, 15400, 15600, 15900,
30000, 31000 and 31800 Dé

(i)  cystatin C;

(iv)  ahemoglobin. 2 hemoglobin chain or a truncated chain or a fragment
thereof which exhibits an immunological reaction to an antibody to bovine hemoglobin
and is differentially contained in the body tissuc of bovine TSE-infected subjects and

non-bovine non-TSE-infected subjects.

29. (Currently Amended) A kit for diagnosis of a TSE sclected from the proup

‘immobilized metal affinity capture (IMAC), hvdrophobic, strong anioni¢, or weak

catignic cxchange surface capable of binding a polvpeptide forrecetving-a onto which a

sample of body lluid selected from the group consisting, of cerebrospinal fluid (CSF),
bloed, plasma, and scrum i adsorbed, and for placement n a mass spectrometer, thercby

to determinge a test amount of a polypeptide in the sample, wherein the polypeptide is

non- BSE- or CJD- ‘ESE-infected subjects, and is selected from the group consisting of

NYC/208979.1 9
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Appln. No. 10/045,194

Reply to Office Action of September 11, 2006

Response dated January |, 2007

(a) a polypeptide having a molceular weight ol about 1010, 1100, 1125, 1365, 3295,
3645, 3890, 3970, 3990, 4()3(5, 4294, 4315, 4430, 4478, 4780. 5820, 6200, 6700, 7520,
7574, 7630, 7770, 7930. 7975, 7980, 8020, 8600, §936. 9107, 9145, 9185, 9454, 9950,
10075, 10220, 10250, 11600, 11730, 11800, 13375, 13550, 14043, 15000, 15200, 15400,
15600, 15900, 17839, 30000, 31000 or 31800 Da:

{h) cystatin (C; and

(¢) a hemoglobin, a hemoglobin chain. or a truncated chain or fragment thereof which
exhibits an immunological reaction to an antibody to bovine hemoglobin;

wherein diagnosis of TSE is determined by compari nlg the test amount of polypeptide to a
reterenee amount of polypeptide, wherein the reference amount of polypeptide represents

no F8E BSE or CID infection.

30. (Previously Presented) The kit according to Claim 29, in which the probe

contains an adsorbent for adsorption of the polypeptide.

31. (Previously Presented) The kit according to Claim 29, further comprising a

washing solution for removal of unbound or weakly bound materials from the probe.

32. (Currently Amended) A method of diagnosis of a transmissible spongiform

¢ncephalopathy (TSE) selected from the group consisting of' Bovine Spongiform

Encephalopathy (BSE) and Creutzfeldi-Jakob Discase (CID)Y or the possibility thereof in

a subject suspected of suffering from the-kSE BSE or CID, which comprises determining

NY /20989791 10
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a Lest amount of cystatin C in a sample of body fluid selected from the group consisting
ol cerebrospinal fluid (CSF). blood, plasma and serum taken from the subject, wherein
the cystatin C is differentially contained in the bod y Nuid of BSE- or CID- ‘FSi-infected
subjects and non-TSE-infected subjects; comparing the test amount of cystatin ¢ in the
sample to a reference amount of cystatin C wherein the reference amount of cystatin €
represents no F5E BSE or CID infection; and wherein an increase of cystatin C in the

body fluid of the subject indicates TSE BSE or CID.

33. (Currently Amended) A method of diagnosis of a transmissible spongiform

encephalopathy (TSFE) selected from the group consisting of BSE I3ovine Spongiform

Cocephalopathy and Creyrzfeldi-lakob Disease (CID) or the possibility thereof in a

subject suspected ol sulfering from the 'FSE BSE or CID, which comprises subjecting a
sample of hody fluid selected from the group consisting of cerebrospinal fluid (CSF),
blood, plasma and serum taken from the subject to mass spectrometry, thereby to
determine a test amount of ¢ystatin C in the sample, wherein the cystatin € 1s
differentially contained in the body fluid of BSE- or (i 2= FSE-infected subjects and
non-BSE- or CJD- FSE-infected subjcets, comparing the test amount of cystatin C in the
sample to a reference amount of cystatin C, wherein the reference amount of bolypcplidc

Tt e e e

body fluid of the subject indicates TSE BSE or CID.

34. (Previously Presented) The method of claim 33. wherein the body fluid is

NY C/298979. ¢ i
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cercbrospinal fluid (CSF).

35. (Currently Amended) A method of diagnosis of Bovine Spongiform
Encephalopathy (BSE) u—i—mnﬁm'rs:&ih}eﬂp@ﬂg&fﬁrmr—eﬂt*éphﬂ%&pﬂﬁ}y-(fﬁ'{%ﬁ) or the
comprises determining a test amount of a polypeptide in a sample of body fluid sclected
trom the group consisting of cerebrospinal fluid (CSF), blood, plasma and scrum taken

_from the subjcet, wherein the polypeptide is difterentially contained in thq body tluid of
BSE TSH-infected bovine subjects and non- BSE- TSE-infected subjeets, and wherein the
polypeptide is selected from the group consisting of_a hemoglobin, a hemoglobin chain a
truncated chain and a fragment thereol which exhibits an immunological reaction to an
antibody ﬁo bovine hemoglobin: comparing the test amount of the polypeptide in the
sample to a reference amount of the polypeptide, wherein the reference amount of
polypeptide represents no BSE TSE infection; and whercin an increase in the polypeptide

in the body fluid of the subject indicates BSE FSE.

36. (Currently Amended) A method of diagnosis of a-transmissiblesponptorm

thereot' in a bovine subject suspeeted ot‘suﬂ"cring from the BSE F5E, which comprises
subjecting a sample of body fluid sclected from the group consisting of cerebrospinal
tluid (CSF), blood, plasma and serum taken from the subject to mass spectrometry,

thereby to determine a test amount of a polypeptide in the sample, wherein the

NYC/298979.1 172
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polypeptide is differentially contained in the body fluid of BSE- #SE-infected bovine
subjects and non- BSE- F8E-infected subjects, wherein the pol ypeptide is a hemoglobin,
a hemoglobin chain or a truncated chain or a fragment thereof which exhibits an
immunological reaction (o an antibody to bovine hemoglobin; comparing the test amount
of'the polypeptide in the sample to a reference amount of the polypeptide, wherein the
reference amount of polypeptide represents no BSE FSE infection; and wherein an
increase in the polypeptide in the body fluid of the subject indicates F8E diagnosis of
TSE BSE.

37. (Currently Amended) A method of providing an indication of a transmissible

spongiform encephalopathy (TSE) sclected fom the group consisting of Boving

possibility or progress thereof in a subject liable to suffer from BSE or CID theFSE,
which comprises use as a marker c;f;u fevel of at least one polypeptide that has a
molecular V\'!Cighl, of'about 1010, 1100, 1125, 1365, 3295, 3645, 3890, 3970, 3990, 4030,
4294, 4315, 4436, 4478, 4780. 58v2()_. 6200, 6700, 7520, 7574, 7630, 7770, 7930, 7975,
7980, 8020, 8600, 8936, 9107, 9145, 9185, 9454, 9950, 10075, 10220, ‘1_0250. 11600,
11730, 118()0.. 13375, 13550, 14043, 15000, 15200, 15400, 15600, 15900, 17839, 30000,
31000 or 31800 Da that is mcasurable or detectable by mass spectrometry and is
differentially contained in a body fluid sclected from the group consisting of
cerebrospinal fluid (CSF), blood, plasma and serum of RSE- or CID- FSE-infected

subjeets and non- BSE- or CID- FSE-infected subjccts wherein the amount of

NY'(C208979,1 13
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polypeptide in a sample is compared to a reference amount of polypeptide, wherein the

e A

38. (Original) The method of claim 37, wherein said at lcast one polypeptide is
sclected from those having a respective molecular wei ght of about 1010, 1100, 1125,
1365, 30485, 4030, 3890, 5820, 7520, 7630, 7980, 9950, 10250, 11600, 11800, 15000,

15200, 15400, 15600, 15900, 30000. 31000 and 31800 Da.
Claim 39. (Canceled)

40. (Currently Amended) A method of providing an indication of a transmissible

spongiform cneephalopathy (TSE) selected from the eroup consisting of Bovine

Spongiform Encephalopathy (BSE) and Creutzfeldt-Jakob Discasc (CID) or the

possibility or progress thereot in a subject lizablé to sufter from BSE or CID the-TSE,
which comprises use as a marker of a level of cystatin C measurable or detectable by
mass spectroscopy and is differentially contained in a body fluid selected from the group.
consisting of cerebrospinal fluid (CSF), bload, plasma and scrurﬁ of BSE- or CID- TSE-
infected subjects and non- BSE- or CID- FSE-infected subjects whercin the amount of

cystatin (7 in the sample is compared to a reference amount of cystatin C, wherein the

 NYC/298979.1 14
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the body fluid is from a human subjcet.

42, (Previously Presented) The method of claim 40, wherein the body fluid is

cerebrospinal fluid (CSF).

43, (Currently Amended) A method of providing an indication of e-tsansmissible

sponrgHormrencephalopathy-(FSE) Bovine Spongiform Encephalopathv (BSE) or the

possibility or progress thereofin a bovine subject liable w suffer from the BSE 8,

- which comprises use as a marker of a level of a hemoglobin, a hemoglobin chain or a
truncated chain or a fragment thereof which exhibits an immunological reaction to an
antibody to bovine hemoglobin, said level buing measurable or detectable by mass
spectroscopy. and said hemoglobin, hemoglobin chain or truncated chain or fragment
thereof being differentially contained in a body fluid selected from the group consisting
of cercbrospinal fluid (CSF), blood, plasma and serum of bovine BSE- FSE-infected
subjects and non-bovine non-BSE- FSE-infected subjects, wherein the amount of
hemoglobin, a hemoglobin chain ur a truncated chain or a fragment thercof in the sample
is comparcd to a reference amount of hemoglobin, a hemoglobin chain or a truncated
chain or a fragment thereof, wherein the reference amount of hcﬁmglobin. a hemoglobin

chain or a truncated chain or a fragment thereof represents no BSE FSKE infection,

44. (Onginal) The method of claim 43, whercin said hemoglobin, hemoglobin

chan or truncated chain or fragment thereof has 2 molecular wej ght determinable by

NY 2080979, 1 15
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mass spectroscopy of about 15000 Da. 7500 Da or 3000 Da.

45. (Previously Presented) The method of claim 43, whercin the sample of body

tfluid is plasma.

46. (Previously Presented) The method of claim 43, wherein the sample of body

{luid is from a living animal.

47. (Withdrawn) A bovine animal, or herd of said animals, that has or have been
subjected o a test as defined in claim 43 and found to be tree of a transmissible

spongiform cncephalopathy (TSE).

NYC/298979.1 io
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REMARKS
This is in response to the Office Action mailed September 11, 2006, Thus
Applicants request a one-month extension of time for response. The required fee is

enclosed.

Claims 1-6, 8-19_ 21, 22, 29-38 and 40-46 arc being cxamined on the merits and

have been rejected.

Claims 1-6, 8-19, 21, 22, 29-38 and 40-46 have been rejected under 35USC§112
11 as lacking enablement. ‘The Examiner alleges that while the specification is cnabling
for a specific TSE discase, i.e.. BSE and CJD. it is not enabling for any/all TSE discases

as claimed.

In response, applicants have umended the claims to limit them to
detection/diagnosis prognosis of BSE or CID, which are clcarly enabled by the

speciiication.

The specification clearly sets out that BSE occurs in cattle while CJD oceurs in
humans. One of ordinary skill in the art would appreciate that in the casc of a human
subject, the pattern of differential protein expression from CID would be used, whereas
in cattle one would usc the differential protein expression from BSE. Indeed the nature
ol'the examples makes it cven more clear as o which pattern one would use based on the
species of CSF in the original discovery of the dia gnostic differential protein expression

patterns.

NY /295979, 17
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Example 1 is entitle "Polypeptides in body fluids (cerchrospinat fluid, plasma and

others) of Creutefeldt-Jakob affected patents™, i.e. humans.

Fxample 2 is entitled “Polypeptides in plasma samples from BSE-infected cattle

or non-infected cattle™. i.e. cattle.

Fach subsequent example clearly shows whether it relates to CID or BSE and
guides one of skill in the art as to whicly changes in protein cxpression levels should be
used in the methods of the invention, depending on whether the subject being tested is

human or is a bovine subject.

Thus. in view of the amendments 1o the claims and the remarks herein, applicants
maintain that the present claims are enabled and request that the rejection for lack of
ctiablement be withdrawn,

Claims 29-31 have been rejected as indefinite pursuant to 35 USC §112 92, "The
Examiner finds the definition of the “probe™ to be unclear.

Applicants have amended the claims to provide more definition to the probe, in
that :t is a probe or protein chip having certain physiochemical propertics such that
polypeptides from a subject sample may be adsorbed onto the mee for further
characterization, e.g. via mass spectromctry. Support for this amendment may be found
in the specification and claims, inter alia, Claims 4-6.

in view of these amendments, app!icanls maintain that Claims 29-3 1. as amended,

arc not indefinite and request that the rejection be withdrawn,

NY(C/298979.1 18
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In view of the amendments 1o the claims and the remarks herein, A pplicants

request reconsideration and allowance of the pending claims. A Notice of Allowance is

respectlully requested.

Applicants believe that no additional fees (other than the fee for a onc-month
extension of time for reply) are required in connection with this response. Howgever, it
additional fees arc required. the Comimissioner is hereby authorized to charge any
additional payment, or credit any overpayment, to Deposit Account No. 01-2300,

referencing Docket Number 108140.00030,

Respectfully submitted,

Rochelle K. Seide, Ph.D.

Registration No. 32,300

ARENT FOX LLP

1675 Broadway

New York, NY 10010

Tel. No. (212) 484-3945

Fax No. (212) 484-3990
' Customer No. 38485

NYC/208070. 1 19
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FEE CALCULATION

Any additional fee required has been calculated as foltows:

X If checked, “Small Entity™ status is claimed.

{Column 1) {Column 2) {Column 3) SMALL ENTHIY LARGE ENTTTY

CLAIMS
REMAINING HIGHEST NO.
AFTER PREVIOUSLY PRESENT ADD'L OR AL,
AMENDMENT PAID FOR ENTRA RATE | FEE RATE || FEE

TOTAL CLAIMS 37 MINUS 47 I g x$25 || $0.00 TR E
INDEP CLAIMS 12 MINUS 17 =0 X 5100 | $0.80 x$200 [ $
| C] FIRST PRESEENTATION OF MUETIPLE DEP. CLAIM 4 %150 || $0.00 Or| +8360 | &
$0.00 $

'The ’U.S. Patent and Trademark Oflice is hereby authorized to charge and deliciency or
credit any overpayment of fues associated with this communication to Deposit Account
No. 81-2300 referencing docket number 108146.00030.

NYC/298979,1 20
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Approved lor use through 07/31/2006. OMB 0651-0031
. U.S. Patent and $tadormark Offica; U.S. DEPARTMENT OF COMMERCE
Unidne the paperwork Reduction Act of 198, no persons are requirerd lo respond to a collection of informalion unless it dieplays o valid QMR gontrol numbey,

PETITION FOR EXTENTION OF TIME UNDER 37 CFR 1.1 36(a) Dockot Number (Optional) 108140.00030

Application Number

10/695,194 Filed
DIAGNOSTIC METHOD FOR TRANSMISSIBLE ENCEPHALOPATHIES
A Unit 1645

October 28, 2003

For

b ] E){amir\cr Rodney P. Swarz

This is a request under the provisions of 37 CFR 1.136(a) to extend the period for filing 3 reply in the above identified application.
The requested extension and fee are as follows (check time period desired and enter the appropriate fee below):

Large Entity Faa Small Entity Feg

> One month (37 CFR 1.17{a)1)) $120 360 g 60.00

{0 Two months (37 CFR 1.17(a}2)) $450 $225 -

[0 Three months (37 GER 1.17(a)3)) $1020 $510 S e
[J Four months (37 CFR 1.17(a)}(4)) $1590 $795 S

{7 Fivo months (37 CFR 1.17(a)5)) £2160 $1080 $. .

Applicant claims small entity status. See 37 CFR 1.27,

A check in the amount of the fee is onclosed.

Payment by credit card. Form PTO-2038 is atiached.

The Director has already been authorized to charge fees in this application to a Deposit Account. -

XOKOD

The Director is hereby authorized to charge any fees which may be required, or credit any overpayment, (0
Deposit Account Number 01-2300 {Referencing Docket No. 108140.00030 . 1 have enclosed a
duplicate copy of this sheet.

WARNING: Information on this form may become public. Credit card information should not be includad on this form.
Provide credit card information and authorization on PT0-2038. .
lam the applicant/inventor.

assignee of record of the entire interest. See 37 CFR 3.71.
Statement under 37 CFR 3,73(b) is enclosed (Form PTO/SB/96).

attorney or agent of record. Registration Number 32,300

attérney or ageni under-37 CFR 1.34
Registration number if acting uncter 37 CFR 1.27
r A L .

/ !

OX 00

January 11, 2007
Date

(212) 484-3945
"Telaphone Number

NOTE: Signatures of al the inventors or assignens of record of the entire interes) or their representative(:) are roguired. Submit multiple forms if more than onc
sighature is required. sec below.

‘Total of

forms are submitted.

This collectian ol information Is requited by 37 CFIK 1.36{n}. The information 13 T6qurod 10 ObTaim o ewr o benaht by the public which & (o flie (and by tha USPTO 10

process) an application. Confidentinlily iy poverned by 35 L.
gathering, preparing, and submiting the complotad apnlicotio

yOu roquire to completn this form andfor suggestions for reducing this

Departmoni of Commerce, P.O. Box 1450, Alexandria, VA 22

G.C 122 ana 37 CFR 111 and 1.14. This coltection i estimalod 1o take miutes 1O complele. ineluding

n form to the USPTO. Timo wilt vary depending upon tho individual case. Any commants on the amount of ime
buraen, shouid bo sont 1o the Chif tntormation Otfficer. U.S. Patent and Trademank Oflice, U.S.
$13:1450. DO NOT SEND FEES OR COMPLETED FORMS TO THI3 ADDRESS. SEND TO: Commiasioncr

for Patonts, P.O. Aox 1450, Alexandria, VA 22313-1850.0 you necd assistance in completing tho form, call 1-800-PTO-9199 and seluct option 2.
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